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CLAIMS 



We claim: 



1 . A compound represented by the following structural formula: 



10 



N 



■L (CH 2 )j R 3 



"R9 



15 



Ri 



20 



25 



30 



and pharmaceutical^ acceptable salts thereof, wherein: 

Ring A is a six membered aromaticSring or a five or six membered 
heteroaromatic ring which is optionally substituted with one or more 
substituents selected from the group consisting of a substituted or unsubstituted 
aliphatic group, a halogen, a substituted or unsubsfituted aromatic group, 
substituted or unsubstituted heteroaromatic group, substituted or unsubstituted 
cycloalkyl, substituted or unsubstituted heterocycloalkyL substituted or 
unsubstituted aralkyl, substituted or unsubstituted heteroaralkyl, cyano, nitro, - 
NR 4 R 5 , -C(0) 2 H, -OH, a substituted or unsubstituted alkoxyCarbonyl, -C(0) 2 - 
haloalkyl, a substituted or unsubstituted alkylthio ether, a substituted or 
unsubstituted alkylsulfoxide, a substituted or unsubstituted alkylsulfone, a 
substituted or unsubstituted arylthio ether, a substituted or unsubstituted 
arylsulfoxide, a substituted or unsubstituted arylsulfone, a substituted^or 
unsubstituted alkyl carbonyl, -C(0)-haloalkyl, a substituted or unsubstiruted 
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aliphatiOyether, a substituted or unsubstituted aromatic ether, a substituted or 
unsubstituted carboxamido, tetrazolyl, trifluoromethylsulphonarnido, 
trifluoromethVlcarbonylamino, a substituted or unsubstituted alkynyl, a 
substituted or unsubstituted alkyl amido or alkylcarboxamido; a substituted or 
unsubstituted arylWido or arylcarbpxamido, a substituted or unsubstituted 
styryl and a substituted or unsubstituted aralkyl amido or aralkylcarboxamido; 



10 



15 



20 



25 



L is -0-; -S-; -S(O)-; -S(QV; -N(R)-; -N(C(0)OR)-; -N(C(0)R)-; -N(S0 2 R)-; 
-CH 2 0-; -CH 2 S-; -CH 2 N(Rk -CH(NR)-;-CH 2 N(C(0)R))-; -CH 2 N(C(0)OR)-;- 
CH 2 N(S0 2 R)-; -CH(NHR)-; JCH(NHC(0)R)-; -CH(NHS0 2 R)-; - 
CH(NHC(0)OR)-;-CH(OC(0)R^-;-CH(OC(0)NHR)-; -CH=CH-; -C(=NOR)-; - 
C(O)-; -CH(OR)-;-C(0)N(R)-; -rV)C(O)-; -N(R)S(0)-;-N(R)S(0) 2 -;- 
OC(0)N(R)-;-N(R)C(0)N(R)-;-NRfc(0)0-;-S(0)N(R)-;-S(0) 2 N(R)-; 
N(C(0)R)S(0)-; N(C(0)R)S(0) 2 -; -N(R)S(0)N(R)-; -N(R)S(0) 2 N(R)-; 
-C(0)N(R)C(0)-; -S(0)N(R)C(0)-; -S(Oi 2 N(R)C(0)-; -OS(0)N(R)-; - 
OS(0) 2 N(R)-; -N(R)S(0)0-; -N(R)S(0)A -N(R)S(0)C(0)-; -N(R)S(0) 2 C(0)- 
; -SON(C(0)R)-; -S0 2 N(C(0)R)-; -N(R)SON(R)-; -N(R)S0 2 N(R)-; -C(0)0-; - 
N(R)P(OR')0-; -N(R)P(OR')-; -N(R)P(0)(OR\)0-; -N(R)P(0)(OR')s - 
N(C(0)R)P(OR')0-; -N(C(0)R)P(OR')-; -N(C(V)R)P(0)(OR')0- or - 
N(C(0)R)P(OR')-> wherein R and R' are each, indtependently, -H, an acyl group, 
a substituted or unsubstituted aliphatic group, a substituted or unsubstituted 
aromatic group, a substituted or unsubstituted heteroanjmatic group, or a 
substituted or unsubstituted cycloalkyl group; or 

L is -RbN^SCO),-, -RbNCR^CO)-, or -RbN^PCOiO-, wherein Rb is an 
alkylene group which when taken together with the sulphonjunide, 
phosphinamide, or phosphonamide group to which it is boundYorms a five or six 
membered ring fused to ring A; or 

L is represented by one of the following structural formula^ 
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wherein R 85 taken together with the phosphmamide, or phophonamide is 
a 5-, 6-, or 7-membered, aromatic, heteroaromatic or neterocycloalkyl ring 
system; \ 

R, is -H, 2-phenyl-l,3-dioxan-5-yl, a C1-C6 alkW group, a C3-C8 
cycloalkyl group, a C5-C7 cycloalkenyl group or an optionally substituted 
phen(Cl-C6 alkyl) group, wherein the alkyl, cycloalkyl andVycloalkenyl groups 
are optionally substituted by one or more groups of formula -OR a ; provided that 
-OR a is not located on the carbon attached to nitrogen; \ 

R a is -H or a C1-C6 alkyl group or a C3-C6 cycloalkyl; \ 
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R 2 is ^H, a substituted or unsubstituted aliphatic group, a substituted or 
unsubstituted cycloalkyl, a halogen, -OH, cyano, a substituted or unsubstituted 
aromatic group, aVubstituted or unsubstituted heteroaromatic group, a 
substituted or unsubstituted heterocycloalkyl, a substituted or unsubstituted 
aralkyl, a substituted or unsubstituted heteroaralkyl, -NR 4 R 5 , or -C(0)NR 4 R 5 ; 

R 3 is a substituted or unsubstituted cycloalkyl, a substituted or 
unsubstituted aromatic group, a substituted or unsubstituted heteroaromatic 
group, or a substituted or ulisubstituted heterocycloalkyl; or L is NRS0 2 -, 
NRC(0)-,-NRC(0)0-, -S(oW 5 -C(0)NR- or -OC(0)NR-, and R 3 is 
substituted or unsubstituted alkyl, substituted or unsubstituted alkenyl or 
substituted or unsubstituted aralkyl; 

provided that j is 0 when l\s -CH 2 NR-, -C(0)NR- or -NRC(O)- and R 3 
is azacycloalkyl or azaheteroaryl; anfl 

provided that j is 0 when L is -X)- and R 3 is phenyl; 

R 4 , R 5 and the nitrogen atom together form a 3, 4, 5, 6 or 7-membered, 
substituted or unsubstituted heterocycloalkyl, substituted or unsubstituted 
heterobicycloalkyl or a substituted or unsubstituted heteroaromatic; or 

R 4 and R 5 are each, independently, -H,\izabicycloalkyl, a substituted or 
unsubstituted alkyl group or Y-Z; 

Y is selected from the group consisting of\C(0)-, -(CH 2 ) p -,-S(0) 2 -, - 
C(0)O, -S0 2 NH-, -CONH-, (CH 2 ) p O-, -(CH 2 ) p NH\-(CH 2 ) p S-, -(CH 2 ) p S(0)-, 
and -(CH 2 ) p S(0) 2 -; 

p is an integer from 0 to 6; 

Z is a substituted or unsubstituted alkyl, substituted or unsubstituted 
amino, substituted or unsubstituted aryl, substituted or unsubstituted heteroaryl 
or substituted or unsubstituted heterocycloalkyl group; and 

j an integer from 0 to 6. 
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The compound of Claim 1, wherein R 3 is selected from the group consisting of a 
substituted or unsubstituted phenyl, a substituted or unsubstituted naphthyl, a 
substituted or unsubstituted pyridyl, a substituted or unsubstituted thienyl, a 
substituted or unsubstituted benzotriazole, a substituted or unsubstituted 
tetrahydropyranyl, a substituted or unsubstituted tetrahydrofuranyl, a substituted or 
unsubstituted dioxane, a substituted or unsubstituted dioxolane, a substituted or 
unsubstituted quinoline, a substituted or unsubstituted thiazole, substituted or 
unsubstituted isoxazole, substituted or unsubstituted cyclopentanyl, a substituted or 
unsubstituted bezofuran, substituted or unsubstituted benzothiophene, substituted or 
unsubstituted benzisoxazole, substituted or unsubstituted benzisothiazole, 
substituted or unsubstituted benzothiazole, substituted or unsubstituted bezoxazole, 
substituted or unsubstituted benzoxazole, substituted or unsubstituted bezimidazole, 
substituted or unsubstituted benzoxadiazole, substituted or unsubstituted 
benzothiadiazole, substituted or unsubstituted isoquinoline, substituted or 
unsubstituted quinoxaline, substituted or unsubstituted indole and substituted or 
unsubstituted pyrazole. 



The compound of Claim 2 wherein R 3 is substituted with one or more substituent 
selected from th& group consisting of F, CI, Br, I, CH 3 , N0 2 , OCF 3 , OCH 3 , CN, 
C0 2 CH 3 , CF 3 , t-bmyl, pyridyl, substituted or unsubstituted oxazolyl, substituted or 
unsubstituted benzyl, siAstituted or unsubstituted benzenesulfonyl, substituted or 
unsubstituted phenoxy, substituted or unsubstituted phenyl, substituted or 
unsubstituted amino, carboxX substituted or unsubstituted tetrazolyl, styryl, -S- 
(substituted or unsubstituted aryll -S-(substituted or unsubstituted heteroaryl), 
substituted or unsubstituted heteroai^yl, substituted or unsubstituted 
heterocycloalkyl, alkynyl, -C(0)NR f R^R c and CHjOR,. 

Rf, R g and the nitrogen atom together form a 3, 4, 5, 6 or 7-membered, 
substituted or unsubstituted heterocycloalkyl\substituted or unsubstituted 
heterobicycloalkyl or a substituted or unsubstitiHed heteroaromatic 
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Rf ami R g are each, independently, -H, a substituted or unsubstituted aliphatic group 
or a substituted or unsubstuituted aromatic group; and 

is hydrogen, or substituted or unsubstituted alkyl or substituted or 
unsubstitutk aryl, -W-(CH 2 ) t -NR d R e , -W-(CH 2 ) r O-alkyl, , -W-(CH 2 ) t -S-alkyl, - 
W-(CH 2 ) t -OH^ 

t is an integer from 0 to 6; 

W is abond dr-O-, -S-, -S(O)-, -S(0) 2 -, or-NR k -; 
R k is -H or alkyH and 

Rd, R e and the nitrogen atom to which they are attached together form a 
10 3, 4, 5, 6 or 7-membered substituted or unsubstituted heterocycloalkyl or 

substituted or unsubstituted heterobicyclic group; or 

R d and are each, independently, -H, alkyl, alkanoyl or -K-D; 
K is -S(0) 2 -, -C(O)-, -C(0)Nkr, -C(0) 2 -, or a direct bond; 
D is a substituted or unsubstituted aryl, a substituted or unsubstituted 
15 heteroaryl, a substituted or unsubstituted anilkyl, a substituted or unsubstituted 

heteroaromatic group, a substituted or unsubkituted heteroaralkyl, a substituted 
or unsubstituted cycloalkyl, a substituted or unsubstituted heterocycloalkyl, a 
substituted or unsubstituted amino, a substituted ok unsubstituted aminoalkyl, a 
substituted or unsubstituted aminocycloalkyl, COOR^ or substituted or 
20 unsubstituted alkyl; and \ 

/ Ri is a substituted or unsubstituted aliphatic group or a substituted or 

unsubstituted aromatic group. ^ 




The compoi&rcLQfi Claim 3, wherein R 3 is a substituted or unsubstituted phenyl 
threnyl, benzoxadiazolyl^pr benzothiadiazolyl. 



^6 



The compound of Claim l)wherein ring A is selected from the group consisting of a 
substituted or unsubstituted phenyl, a substituted or unsubstituted naphthyl, a 
substituted or unsubstituted pyridvl, and a substituted or unsubstituted indole. 
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compound of Claim 5 wherein ring A is substituted with one or more 



\^ substHuent selected from the group consisting of F, CI, Br, I, CH 3 , N0 2 , OCF 3 , 
^ OCH 3 , ON, C0 2 CH 3 , CF 3 , t-butyl, pyridyl, substituted or unsubstituted oxazolyl, 

5 substituted\>r unsubstituted benzyl, substituted or unsubstituted benzenesulfonyl, 

substituted orunsubstituted phenoxy, substituted or unsubstituted phenyl, 
, substituted or unsubstituted amino, carboxyl, substituted or unsubstituted tetrazolyl, 

V styryl, -S-(substittited or unsubstituted aryl), -S-(substituted or unsubstituted 

heteroaryl), substituted or unsubstituted heteroaryl, substituted or unsubstituted 
1 0 heterocycloalkyl, alkyhyl, -C(0)NR f R g , R, and CH^R,. 

Rf, R g and thk nitrogen atom together form a 3, 4, 5, 6 or 7-membered, 
substituted or unsubstirated heterocycloalkyl, substituted or unsubstituted 
heterobicycloalkyl or a substituted or unsubstituted heteroaromatic; or 
Rf and R g are each, independently, -H, a substituted or unsubstituted aliphatic group 
15 or a substituted or unsubstuituted\aromatic group; and 

R^. is hydrogen, substituted or unsubstituted alkyl, substituted or 
unsubstituted aryl, -W-(CH 2 ) t -NX^ ? -W-(CH 2 ) t -0-alkyl, , -W-(CH 2 ) t -S-alkyl, or 
-W-(CH 2 ) t -OH; 

t is an integer from 0 to 6; 
20 W is a bond or -0-, -S-, -S(0)-,\-S(0) 2 -, or -NR k -; 

R k is -H or alkyl; and 

Ra, and the nitrogen atom to which they are attached together form a 
3, 4, 5, 6 or 7-membered substituted or unsubstituted heterocycloalkyl, 
substituted or unsubstituted heterobicycloalkyror a substituted or unsubstituted 
25 heteroaromatic; or \ 

Rj and R^ are each, independently, -H 5 alkyl alkanoyl or -K-D; 
K is -S(0) 2 -, -C(O)-, -C(0)NH-, -C(0) 2 -, or ^direct bond; 
D is a substituted or unsubstituted aryl, a substituted or unsubstituted 
heteroaryl, a substituted or unsubstituted aralkyl, a substituted or unsubstituted 
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hetbroaromatic group, a substituted or unsubstituted heteroaralkyl, a substituted 
or unsubstituted cycloalkyl, a substituted or unsubstituted heterocycloalkyl, a 
substitutedsor unsubstituted amino, a substituted or unsubstituted aminoalkyl, a 
substituted orunsubstituted aminocycloalkyl, COOR^, or a substituted or 
unsubstituted alKyl; and 

Rj is a substiWed or unsubstituted aliphatic group or a substituted or 
unsubstituted aromatic group. 



0fc 

x 10 




&\ The compound of Claim 6, wherein ring A is a substituted or unsubstituted phenyl. 

yK The compound of Claim 1, wherein R 1 is axyclopentyl group, a hydroxycyclopentyl 
or an isopropyl. 



15 
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A compound selected from the group consisting of 
Nl-(4^-amino-7-cyclopentyl-7H-pyrrolo[2,3-d]pyrimidin-5-yl)-2- 
fluoropheiM)-2-(trifluoromethoxy)- 1 -benzenesulfonamide; 
Nl-(4-(4-ami^7-cyclopentyl-7H-pyrrolo[2,3-d]pyrimidin-5-yl)-2- 
chlorophenyl)-2-chloro- 1 -benzenesulfonamide; 
Nl -(4-(4-amino-7-cyclopentyl-7H-pyrrolo [2,3 -d]pyrimidin-5 -yl)-2- 
chlorophenyl)-2-fluoro-Pbenzenesulfonamide; 
Nl-(4-(4-amino-7-cyclopen^-7H-pyrrolo[2,3-d]pyrimidin-5-yl)-^ 
fluorophenyl)-2-chloro- 1 -benzenesulfonamide; 
Nl-(4-(4-amino-7-cyclopentyl-7H-^^ 
chlorophenyl)-3-fluoro- 1 -benzenesulfonamide; 
Nl-(4-(4-amino-7-cyclopentyl-7H-pyrroJ^^3-d]pyrimidin-5-yl)-2- 
chlorophenyl)- 1 -benzenesulfonamide; 

Nl-(4-(4-amino-7-cyclopentyl-7H^ 
1 -benzenesulfonamide; 

Nl-(4-(4-amino-7-cyclopentyl-7H-pyrrolo[2,3-d]pyrim^n-5-yl)-2- 
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chlorophenyl)-3 -(trifluoromethyl)- 1 -benzenesulfonamide; 

Nl-(4-(4-ammo-7-cyclopentyl-7H-pyrro^ 

chlorophenyl)-Vchloro- 1 -benzenesulfonamide; 

Nl-(4-(4-amino-Ycyclopentyl-7H-pyrrolo[23-d]pyrimidin-5^ 

chlorophenyl)-2-cWio- 1 -benzenesulfonamide; 

Nl-(4-(4-amino-7-c\clopentyl-7H^^ 

fluorophenyl)-2-nitro^l -benzenesulfonamide; 

Nl-(4-(4-amino-7-cycl^entyl-7H-pyrrolo[2^-d]pyrimidin-5-yl)-2- 

fluorophenyl)-2,6-difluorV 1 -benzenesulfonamide; 

Nl-(4-(4-amino-7-cyclope^l-7H-pyrrolo[2^-d]pyrimidin-5-yl)-2- 

methoxyphenyl)- 1 -benzenesulfonamide; 

Nl-(4-(4-amino-7-cyclopentylVH-pyirolo[23-d]pyrimidin-5-yl)-2- 

fluorophenyl)-2 J 3 J 4-trifluoro-l-aenzenesulfonamide; 

Nl-(4-(4-amino-7-cyclopentyl-7HW^^ 

fluorophenyl)-4-bromo-2-fluoro- 1 -benzenesulfonamide; 

Nl-(4-(4-amino-7-cyclopentyl-7H-pXolo[23-d]pyrimidin-5-yl)-2- 

fluorophenyl)-2 5 5-difluoro- 1 -benzenesulfonamide; 

Nl-(4-(4-amino-7-cyclopentyl-7H-p^ 

fluorophenyl)-3 ,4-difluoro- 1 -benzenesulfoWnide; 

Nl-(4-(4-amino-7-cyclopentyl-7H-pyrrolo[2^-d]pyrimidin-5-yl)-2- 

fluorophenyl)-2-bromo- 1 -benzenesulfonamide: 

Nl-(4-(4-amino-7-cyclopentyl-7H-^ 

fluorophenyl)-2,6-dichloro- 1 -benzenesulfonamide 

Nl-(4-(4-amino-7-cyclopentyl-7H-pyrrolo[23-d]pjrimidin-5-yl)-2- 

fluorophenyl)-2 ) 4,6-trichloro- 1 -benzenesulfonamide\ 

Nl-(4-(4-amino-7-cyclopentyl-7H-pyrro^ 

fluorophenyl)-2,4-dichloro- 1 -benzenesulfonamide; 

Nl-(4-(4-amino-7-cyclopentyl-7H-pyrrolo[23-d]p)oS^^^yl)-2- 

fluorophenyl)-2-chloro-4-fluoro- 1 -benzenesulfonamide; \ 
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Nl-(4-(4-amino\7-cyclopentyl-^ 

fluorophenyl)-2,4\difluoro- 1 -benzenesulfonamide; 

Nl-(4-(4-amino-7-c\clopentyl-7H-pyrrolo[2,3-d]pyrim 

fluorophenyl)-2-iodo-\-benzenesulfonamide; 

Nl-(4-(4-amino-7-cycloWntyl-7H-pyrrolo[2 5 3-d]pyrimidm^ 

fluorophenyl)-2 ? 3-dichloro- 1 -benzenesulfonamide; 

Nl -(4-(4-amino-7-cyclopenW 

fluorophenyl)-4-bromo-2 5 5-dmuoro-l-benzenesulfonamide; 
Nl-(4-(4-amino-7-cyclopentyl-\H-pyrrolo[2 ? 3-d]pyrimidin^ 
fluorophenyl)-2-chloro-4-cyano-I^rbenzenesulfonamide; 
Nl-(4-(4-amino-7-cyclopentyl-7H-^ 
fluorophenyl)-2-chloro-6-methyl- 1 -Wenzenesulfonamide; 
Nl-(4-(4-amino-7-cyclopentyl-7H-py^ 
fluorophenyl)-3 -chloro-2-methyl- 1 -benzenesulfonamide; 
N2-(4-(4-amino-7-cyclopentyl-7H-pyrroW2 ? 3-d]pyrimidin-5-yl)-2- 
fluorophenyl)-4,5-dibromo-2-thiophenesulibnamide, 
N2-(4-(4-amino-7-cyclopentyl-7H-pyrrolo[2}8-d]pyrimidin-5-yl)-2- 
fluorophenyl)-5-bromo-2-thiophenesulfonamic 
N2-(4-(4-amino-7-cyclopentyl-7H-pyiro^ 
fluorophenyl)-3-bromo-5-chloro-2-thiophenesulfoiaamide 5 
N3-(4-(4-ammo-7-cyclopentyl-7H-pyirolo[23-d]pyromidin-5-yl)-2- 
fluorophenyl)-2,5-dichloro-3-thiophenesulfonamide, 
N4-(4-(4-amino-7-cyclopentyl-7H-pyrrolo[23-d]pyriml^in-5-yl)-2- 
fluorophenyl)-2, 1 ,3-benzothiadiazole-4-sulfonamide, 
N4-(4-(4-amino-7-cyclopentyl-7H-pyro^ 
fluorophenyl)-2, 1 ,3-benzoxadiazole-4-sulfonamide } 
N4-(4-(4-amino-7-cyclopentyl-7H-pyrroto^ 
fluorophenyl)-7-chloro-2, 1 ,3-benzoxadiazole-4-sulfonamide, 
N4-(4-(4-amino-7-cyclopentyl-7H-pyrrolo[23-d]pyrimidin-5-yl)> 
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fluorbphenyl)-7-methyl-2, 1 ,3-benzothiadiazole-4-sulfonamide, 
N4-(4-(4-a^no-7-cyclopentyl-7H-pyrrolo[^ 
fluorophenyl)-Wiethyl-2 ? 1 ,3-benzothiadiazole-4-sulfonamide, 
N4-(4-(4-amino-7-^lopentyl-7H-pyrrolo[23-d]pyrim 
fluorophenyl)-5-chloro^l3-benzothiadiazole-4-sulfonamide, 
N-(4-(4-amino-7-cyclopen^7H-pyrrolo[23-d]pyri 
fluorophenyl)-(2-nitrophen^^^^iesulfonamide; and 
Nl -(4-(4-amino-7-cyclopen^^ 
fluorophenyl)-2,5-dibromo-3,6-difluor(^ 
and pharmaceutically acceptable salts therefc 




20 



1 0. The compound of Claim 1 , wherein R 2 is -H. 

11. The compound of Gl^im 1 , wherein L is -0-, -NHS0 2 R-, -NHC(0)0-, or - 
NHC(0)R-. 



12. 



13. 




A method of inhibiting protein kinase activity comprising administering a 
compound of Claim Por a physiologically acceptable salt, prodrug or 
biologically active metabolites thereof. 

The method of Claim 12 where$ said protein kinase is selected from the group 
consisting of KDR, FGFR-1, P&G^Rp, PDGFRa, IGF-1R, c-Met, Flt-1, TIE-2, 
Lck, Src, fyn, Lyn, Blk, and yes. 



25 14. The method of Claim 12 wherein the activity of said protein kinase affects 
hyperproliferative disorders. 



15. The method of Claim 12 wherein the activity of said protein kinase affects 
angiogenesis, vascular permeability, immune respeonses or inflammation. 
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1 6. A method of treating a patient having a condition which is mediated by protein 
kinaseWtivity, said method comprising the step of administering to the patient a 
therapeutically effective amount of a compound of Formula I as defined in 
Claim 1 or\ physiologically acceptable salt, prodrug or biologically active 
metabolite thereof. 



10 



17. The method of Cmim 16 wherein said protein kinase is selected from the group 
consisting of KDR,Wl, PDGFRp, PDGFRct, IGF-1R, c-Met, TIE-2, Lck, Src, 
fyn, Lyn, Blk, and yes 

18. The method of Claim 1 6 wherein the condition mediated by protein kinase 
activity is a hyperprolifei/anve disorder 



15 19. The method of Claim 16 wherein\the activity of said protein kinase affects 
angiogenesis, vascular permeability, immune respeonses or inflammation. 



20 



20. The method of Claim 16 wherein the activity of said protein kinase affects 
angiogenesis or vascular permeability. 

21 . The method of Claim 16 wherein the protei\ kinase is a protein serine/threonine 
kinase or a protein tyrosine kinase. 



22. 

25 



The method of Claim 16 wherein the condition 
activity is one or more ulcers. 



idiated by protein kinase 
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23. The method of Claim 2T wherein the ulcer or ulcers are caused by a bacterial or 

V A 

fungal infection; or the ulcer or ulcers are Mooren ulcers; or the ulcer or ulcers 
are a symprom of ulcerative colitis. 



5 24. The method of Claim 16 wherein the condition mediated by protein kinase 

activity is LymeMisease, sepsis or infection by Herpes simplex, Herpes Zoster, 
human immunodeficiency virus, parapoxvirus, protozoa or toxoplasmosis. 

25. The method of Claim F6 wherein the condition mediated by protein kinase 

10 activity is von Hippel Lmdau disease, pemphigoid, psoriasis, Paget's disease or 

polycystic kidney disease. 

26. The method of Claim 16 Wherein the condition mediated by protein kinase 
activity is fibrosis, sarcoido^isAtr^iosis, thyroiditis, hyperviscosity syndrome, 

15 Osier- Weber-Rendu disease, chronic occlusive pulmonary disease, asthma, 

exudates, ascites, pleural effasions, pericardial effusions, pulmonary edema, 
cerebral edema or edema following bupis, trauma, radiation, stroke, hypoxia or 
ischemia. 

20 27. The method of Claim 1 6 wherein the condition mediated by protein kinase 

activity is ovarian hyperstimulation syndrom^ preeclampsia, menometrorrhagia, 
or endometriosis. 



28. The method of Claim 16 wherein the condition mediated by protein kinase 
25 activity is chronic inflammation, systemic lupus, glomerulonephritis, synovitis, 

inflammatory bowel disease, Crohn's disease, glomerulonephritis, rheumatoid 
arthritis and osteoarthritis, multiple sclerosis or graft rejection. 
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29. The method of Claim 16 wherein the condition mediated by protein kinase 
activity is\sickle cell anaemia. 

30. The method of Claim 1 6 wherein the condition mediated by protein kinase 
activity is an ocular condition. 

30 

3 1 . The method of Clairta^ wherein the ocular condition is ocular or macular 
edema, ocular neovasoular disease, scleritis, radial keratotomy, uveitis, vitritis, 
myopia, optic pits, chronic retinal detachment, post-laser treatment 

10 complications, conjunctivitis, Stargardt's disease, Eales disease, retinopathy or 

macular degeneration. 

32. The method of Claim 1 6 wherefn the condition mediated by protein kinase 
activity is a cardiovascular condition. 



15 



3A 

33 . The method of Claim 3f wherein thewndition mediated by protein kinase 

A \ 

activity is atherosclerosis, restenosis, ischemia/reperfiision injury, vascular 
occlusion, venous malformation, or carotid obstructive disease. 



20 34. The method of Claim 1 6 wherein the condition mediated by protein kinase 
activity is cancer. 

35. The method of Claim 33* wherein the cancer is a sqlid tumor, a sarcoma, 

A 

fibrosarcoma, osteoma, melanoma, retinoblastoma, a rhabdomyosarcoma, 
25 glioblastoma, neuroblastoma, teratocarcinoma, an hematopoietic malignancy 

and malignant ascites. 

36. The method of Claim 34 wherein the cancer is Kaposi's sarcoma, Hodgkin's 
disease, lymphoma, myeloma or leukemia. 
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37. The methoa of Claim 16 wherein the condition mediated by protein kinase 
actitivity is yrow-Fukase (POEMS) syndrome or a diabetic condition. 

38. The method orClaim 26 wherein the diabetic condition is insulin-dependent 
diabetes mellitua glaucoma, diabetic retinopathy or microangiopathy. 



39. A method of decreasing fertility in a patient, said method comprising the step of 
administering to the patient an effective amount of a compound of Formula I as 
10 defined in Claim 1 or a physiologically acceptable salt, prodrug or biologically 

active metabolite thereof. 



40. The method of Claim 16 wherein the compound of Formula I or a 
physiologically acceptabl^^lyprodrug or biologically active metabolite thereof 

15 is administered in an amount effective to promote angiogenesis or 

vasculogenesis. 

4 1 . The method of Claim ^wherein the protein kinase is Tie-2 . 

A \ 
n \ 

20 42. The method of Claim 3& wherein the compound of Formula I, or physiologically 

A \ 

acceptable salt, prodrug or biologically\active metabolite thereof, is administered 
in combination with a pro-angiogenic growth factor. 

43. The method of Claim «*f wherein the pro-angiogenic growth factor is selected 
25 from the group consisiting of VEGF, VEGF-B, VEGF-C, VEGF-D, VEGF-E, 

HGF, FGF-1, FGF-2, derivatives thereof and aritiiodotypic antibodies. 

44. The method of Claim d$ wherein the protein kinase-mediated condition is 

A \ 

anemia, ischemia, infarct, transplant rejection, a wound, gangrene or necrosis. 
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JW^ The method of Claim 16 wherein the protein kinase activity is involved in T cell 
activation, B cell activation, mast cell degranulation, monocyte activation, the 
potentiation of an inn^mmatory response or a combination thereof. 




